)

R

Sincerely,

.,.“....v..A...........-_-..._... e

p
Vil A e/

Ramon Polo, PhD
Director

Regulatory A ffairs
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THE R.W. JOHNSON i Yt
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602

N

09 0CT 2001
Susan Allen, MD, Director NDA 21-180
Food and Drug Administration . Norelgestromin/Ethinyl Estradlol R N
Center for Drug Evaluation and Research Transdermal System LN

Office of Drug Evaluation III, (HFD-580)
Division of Reproductive and Urologic Drug

Products : TN ARAER I oo e b
Attn.: Document Control Room 14B-04 KDA Um'ﬁj HM.‘:NDR’?ENT i?
5600 Fishers Lane Amendment to a Pending

“ Rockville, Maryland 20857-1706 Application:
Response to Request for
Information

Dear Dr. Allen:

Reference is made to pending New Drug Application (NDA) 21-180, submitted on 215
December 2000, for a norelgestromin/ethinyl estradiol transdermal system.:
Reference is also made to Ms. Mercier’s 09 August 2001 telephone call to request-
information. The request was for additional information on 2 subjects as follows:

¢ For study CONT-003, Subject No. 1181, the hospital discharge summary is
requested.

¢ For study CONT-002, Subject No. 21022, the operative note and two hospital

 discharge summaries are requested.

At this time we wish to provide a letter of our efforts to obtain this information as

requested by the Medical Reviewer. This information is provided in the attached
letter.

If you have any questions concerning this submission please call me at (908) 704-
4812, call Valerie-Donnelly at (908) 704-5891 or call our telephone line dedicated for
FDA use at (908) 704-4600.

Sincerely, : /V A:ﬂﬁ ) [ ; \/ 5'70/
— = -\

REVIEWS COMPLETED
Ramon Polo, PhD
Director (SO ACTION:
Regulatory Affajrs CJuenee IvAL [IveMo
| Desk copy to: Dr. Daniel Davis .
’ : T
Medical Reviewer, DRUDP CSO INTIAL S DATE

N:\GMEREPNL TR\ 00801.doc/08 October 2001/7U
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THE R W, JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202. £.0. BOX 300, RARITAN, NEW IERSEY 08869-0602
?
1)
/

a5 OCT 2001
Susan Allen, MD, Director . ' NDA 21-180
Focd and Drug Administration ORTHO EVRA™
Ceriter for Drug Evaluation and Research (norelgestromin/ethinyl estradiol
Oftice of Drug Evaluation ITI, (HFD-580) transdermal system)
Division of Reproductive and Urologic Drug -
Products
Att1.: Document Control Room 14B-04 Amendment to a Pending
56(0 Fishers Lane Application;
Rockville, Maryland 20857-1706 Chemistry, Manufacturing and
Controls (CM&C) e
De:rr Dr. Allen: :

Yovo

Reterence is made to pending New Drug Application (NDA) 21-180, submitted on 21
Deember 2000, for ORTHO EVRA™, a norelgestromin and ethinyl estradiol
tratsdermal system. Reference is also made to an NDA amendment dated 19 July
20('1 which included the addition of the -— ...._a facility in the
ma wfacturing process. At this time, we wish to amend the NDA and delete this
fac lity from the application. An explanation of this change is provided behind the tab
tithd "Manufacturing Address”. In addition, section 3.4 of the NDA has been

am:nded to delete the —— facility and a copy is provided with this
sut mission. We hope that this minor amendment will be reviewed without effecting
the action date.

Field Copy Certification: In accordance with 21 CFR 314.50(k)(3), a field copy
cor taining the Chemistry Manufacturing and Controls Information contained in this
am :ndment has been provided to the FDA district office ln North Brunswick, New
Jer:ey as well 3s the Redwood City FDA district office in Alameda, California. We
cer lfy that the field copy submitted is 2 true and accurate copy of the archival and
rev éw copies of this amendment.

She 'uld you have any questions and/or comments, please contact me directly at
(908) 704-4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line
decicated for FDA use at (908) 704-4600.

NACY@EEREDTH\ 100501 ang wrcnd. doc/04 Ocsaber 3001/

LA JOLLA AARITAN SPRING HOUSE ZURICH
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Sinczrely,
arch Institute

" The R.W. Johnson Pharmaceutical Rese

= ' ,

Rarr on'FOIO, PhD

Director
Regilatory Affeirs
Sent! 1 desk copy 0 Dr. Amit Mitra, Reviewing Chemist
FDA/DRUDP
HFD-580
Rockville, MD 20857
Phone No: (301) 827-4260
APPEARS THIS WAY

ON ORIGINAL
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Form Approved: OMB No. 0010-0238

|
DEPJ RTMENT OF HEALTH AND HUMAN SERVICES Expiration Date: March 31, 2003
FOOD AND ORUG ADMINISTRATION S6¢ QMBS Statament on page 2.
“ QPPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN FOR FDA USE ONLY
ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(iitte 21, Code of Foderal Regulations, 314 & 601)
APPLICANT INFORMATIO N !
NAME OF APPLICANT DATE OF SUBMISSION
The RW. Johns¢ n Pharmaceutical Research Institute 05 OCT 2001
TELEPHONE NO. (include Ar :a Code) FACSIMILE (FAX) Number (nclude Ares Code)
(908) 704-4812 ) . : (908) 203-1499
APPLICANT ADDRESS (Nur. der, Street, Clty, State, Country, ZIP Cods or Mall Code, AUTHORIZED U.S. AGENT NAME 8 ADDRESS (Number, Streel, City, State,
and U.S. Liconso number if pn wiously issued). ZIP Code, telephone & FAX number) IF APPLICABLE
920 Route 202 Suuth
P.0. Box 300 )
| Raritan, New Jor ;oy 08869-0602
1
| PRODUCT DESCRIPTION
‘ NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER. OR BIOLOGICS LICENSE APPLICATION NUMBER (it previously issued)  NDA 21-180
ESTABLISHED NAME (9.g., F roper nama, USPAJSAN name) PROPRIETARY NAME (trade name) IF ANY
no! satromin an | ethiny! estradiol ORTHO EVRA™
CHEMICAL/BIOCHEMICAL/S 000 PRODUCT NAME (¥ any) CODE NAME (I any) 5
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION: -
transdermal patch 6 mg noreigestromin Transdermal .
0.75 mg ethinyl estradiol
(PROPOSED) INDICATION(S FOR USE:
P Prevention of Preg wancy
PPLCATION INFORMAT ON
APPLICATION TYPE
(check one) E NEV/ORUG APPLICATION (21 CFR 314.50) [ ABBREVIATED APPLICATION (ANDA, AADA. 21 CFR 314.94)
[ BICLOGICS LICENSE APPLICATION (21 CFR part 601)
IF AN NDA, IDENTIFY THE AI'PROPRIATE TYPE  [J 505 () (1) 0 505 () (2)
IF AN ANDA. OR AADA, IDEN TIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Haider af Approved Agpication
TYPE OF SUBMISSION (chrecs one) D ORIGINAL APPLICATION 8 AMENOMENT TO A PENDING APPLICATION 00 RESUBMISSION
(0 PRESUBMISSION O ANNUAL REPORT O ESTABLISHMENT DESCRIFTION SUPPLEMENT 0 EFFICACY SUPPLEMENT
0 LABELING SUPPLEM 3NT O CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT D OTHER
IF A SUBMISSION OR PARTL & APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:
IF A SUPPLEMENT. IDENTIF ' THE APPROPRIATE CATEGORY O cBe [0 CBE-30 a Pﬂ‘g;pofcval (PA)
REASON FOR SUBMISSION
PROPOSED MARKETING SX.\TUS (check ane) " [JPRESCRIPTION PRODUCT (Rx) D OVER TME COUNTER PRODUCT (OTC)
NUMBER OF VOLUMES SUR AITTED THIS APPLICATIONIS  [J PAPER D PAPER AND ELECTRONIC  [J ELECTRONIC
ESTABL!SNMENTNFO&M‘ION(Fdlnuﬂbhmohouﬂbowmunmwydhwwon.) .
Provide focations of ail manufa during, packaging and control silgs for drug substance and drug product (continuation sheets may be used If necessary). include name.,
eddress, contact, telephons nu nber, registration number (CFN), DMF number, and menufactun and/or type of testing (e.q. Fina! form, ity tests
| conducted ot the st Plosse ¥ Sicata whethe the sis is mady fo inspoction or f iot, when i wil b0 oy (6.9. Fina! dosage form, Stabiit tesing)
. -
l
- L_'

s Reterences (lst retate Licanse Applications, INDs, NDAs, PMAs, 510(kis, [DEs, BAFFs, and DMFs referenced in the current application)

FORM FDA 358h (400) PAGE 1
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This application containe the following items: (Check all that apply)

Index

Labeting (che Xk One) - [7] Draft Labeling JFinal Printad Labeling

1.
S 2
3. Summary (21 CFR 314.50 (c))
4. Chemistry se«:fon

A Chemistry , manufacturing, and controls information (e.g. 21 CFR 314.50 (d) (1% 21 CFR €01.2)
e
B. Samples 21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) (Submit only upen FDA's request)

C. Methods ' alidation package (e.g. 21 CFR 314.50 (e) (2) (), 21 CFR 601.2)

. Nonglinical pr ammacology and toxicology section (6.9. 21 CFR 314.50 (d) (2), 21 CFR 601.2)

. Clinical Miero jiclogy (6.0. 21 CFR 314.50 (d) (4))

E]
6. Human pham acokinetics ahd bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)
7
8

. Clinical data ¢ ection (a.9. 21 CFR 314,50 (d) (5), 21 CFR 601.2)

. Safety update report (e.9. 21 CFR 314.50 (d) (5) (V) (b), 21 CFR 601.2) R

10. Statistical sec ion (e.g. 21 CFR 314.50 (d) (8), 21 CFR 601.2)

11. Case report t bulations (0.a. 21 CFR 314.50 (f) (1), 21 CFR 601.2)

12. Case reports : orms (8.9. 21 CFR 314.50 (f) (2). 21 CFR 601.2)

13, Patent inform: ition on any patent which dlaims the drug (21 U.S.C 355 (b) or (¢))

14. A patent cartil cation with respact to any patent which claims the drug (21 U.S.C 355 (b) (2) or (j) (2) (A))

15. Establishmen description (21 CFR Part 600, if applicable)

e ,‘.?

16. Debarment ce rtification (FD&C Act 308 (k) (1)) ) .

17. Fieid copy ce ification (21 CFR 314.50 (k) (3))

18. User Foe Cov ir Sheet (Form FDA 3397)

N

19. Financlal Info mation (21 CFR Part 54)

- anppbpobpebpbbbhboR. 20D

20. OTHER (Spex ify)

CERTIFICATION

| agree o update Whis applic ation with new gafety information about the product that may reasonably affect the statemant of contraindications,
wamings. precautions, or aiverse reactions in the draft labefing. { agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this af plication is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, dut not limited to - he following:

1. Good manufacturing: practice regutations in 21 CFR 210 and 211, 606 and/or 820.
Biological establishi nent standards in 21 CFR Part 600.
Labeling regulations in 21 CFR 201, 606, 810, 680 and/or 809.
In the case of a pre: .cription drug or biological product, prescription drug advertising regulations in 21 CFR 202.
Regulations on mak ng changes In application in 21 CFR 314.70, 314,71, 314.72, 314.97. 314.99, and 601.12.
Regulations on repc rts in 21 CFR 314.80, 314.81, 600.80 and 600.81,
7. Local. state and Fe'eral environmental impact taws. \
If this application applies to 1 drug product that FDA has propased for scheduling under the Controlled Substances Act | agree not to market the
product until the Drug Enfor -ament Adminitration makas a final scheduling dedsion,

The data and Information in this submission have been reviewed and, to the best of my knowledge are certified 1o be true and accurate.
Waming: a willfully false st tement j 8 criminal offense, U.S. Code, title 18, section 1001.

@wmawN

SIGNATURE OF RESPONSI ILE OFFICIAL OR AGENT TYPED NAME AND TTTLE | DATE
- Ramon Palo, PhD
L Director, Requiatory Affairs 05 OCT 2001
ADDRESS (Street, City. State. and ZIP Code) Telophone Number
920 Route 202 3outh, P.O. Box 300 {908) 704-4812
Raritan, Now Jrsey 08869-0602

Public reporting burden ‘or this coliection of Information is estimated to average 40.hours per response, including the Ume for reviewing
ipsh'ucu‘qns. searching exiting data sources, gathering and maintaining the data needed, and completing and reviewing the collection of
A-information, Send commen s regarding this burden estimate or any other aspect of this coltection of Information, inciuding suggestions for reducing

‘s burden to: .
Jartment of Health and H iman Services An agency may not conduct or sponsor, and a
+-00d and Orug Administrati n parson is not required to respond to, a collection of
CBER, HFM-89 information unless it displays a currently valid OMB
1401 Rockvilte Pike control number.
Rockvitie, MD 20852-1448
FORM FDA 358h (4/00) . PAGE 2
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M 1nufacturing Address

Plcase delete all references to the ... Because of delays

in acquiring and validating the new equipment, the laboratory and site are not ready

for use at this time for the activities listed in . =
- - ) 1. '/

APPEARS THIS WAY
ON ORIGINAL
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3.4. Manufacturer
—~ = 3.4.1. NAME AND ADDRESS
EVRA ™ Transdermal Contraceptive system is manufactured at the

following facility:

/
/

Ortho-McNeil Pharmaceutical, Inc.
Drug Delivery System Division (OMP-DDD)
701 Galveston Drive

. Redwood City, CA 94063

The specific activities conducted at this facility are:

Famat

All manufacturing, testing, labeling, and related control operations are

conducted in accordance with the provisions of current Good Manufacturing

Practices as promulgated in 21 CFR.

~ - APPEARS THIS WAY \
L ONORIGINAL
]

—
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THE RW JOHNSON
ACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.0. BOX 300, RARITAN, NEW JERSEY 08869-0602

ORIGINAL

05 0CT 2001

Susan Allen, MD, Director ' NDA 21-180
Division of Reproductive and Urologic ORTHO EVRA™

Drug Products HFD-580 (norelgestromin/ethinyl estradiol

transdermal system)

Center for Drug Evaluation and Research : ( o | B
Food and Drug Administration N rso | g
Attn.: Document Control Room 14B-04 AMENDMENT TO A
5600 Fishers Lane PENDING APPLICATION
Rockville, Maryland 20857-1706 Labels/Labeling Information

Dear Dr. Allen: | NDA OREG ‘Ao--..h._'_‘.';

Reference is made to our pending NDA 21-180 for ORTHO EVRA™ and to the draﬁ'f
package components submitted with the original application on 20 December 2000
NDA (Item 2, Item Volume 1, Pages 52-59 ). We are amending NDA 21-180 at this

time with copies of the proposed packaging components for the finished drug product
as follows:

Black and white copies of:

*The pouch overwrap to be applied to blank pouches (quantity 2)

*The draft pouch text (quantity 3)

* Instructions for Use - To be provided in addition to the Physician and Patient Label
(quantity 3)

Color copies of:
*Carton -Trade (quantity 1)

*Carton - Clinic (quantity 1)

+Carton - Sample (quantity 1)

*Packer Tray - Trade (quantity 1)

*Packer Tray - Clinic (quantity 1)

*Packer Tray - Sample (quantity 1)

*Patch Change Reminder Stickers (quantity 3)

*Sample labels to be applied to the cosmetic bag containers post-launch (quantity 3)

This amendment is being provided at this time in order to gain a preliminary review
of the text and text formatting planned. In some instances, only one copy of the draft
component is enclosed, as this is all that we have available at this time.

Please note that these components were prepared prior to receiving the CMC
Reviewer's September 27 request to add two additional inactive ingredients to the
pouch and carton labels. We will try to add "polyester backing film laminate" and

N:\norgestiit\labelupdate

LA JoLLA RARITAN SPRING HOUSE - ZURICH




"polyester release liner" as requested. There is little space however, available for
additional text and we do not want to jeopardize the readability of the pouch text.

In addition, the trade and clinic cartons and packer trays as well as the sample labels
for the cosmetic bag containers contain an error in the placement of the closed
parenthesis. The parenthesis should appear in all cases after the word "system", not
after the word "estradiol". This error will be corrected immediately.

If you have questions regarding this information please contact me at (908)-704-4812
or Valerie Donnelly at (908)-704-5891 or our dedicated number for FDA use (908)-
704-4600.

Sincerely,

The RW Johnson Pharmaceutical Research Institute

=P =T

<
Ramon Polo Ph.D.
Director Py
Regulatory Affairs :
Enclosures
APPEARS THIS WAY
ON ORIGINAL
REVIEWS COMPLETED
CS0 ACTIi s
w l‘“.? T YA Er'-“-,,-. w0 Some A
N:\norgestiVirlabelupdate Pt et INGALL [ feiO
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. THERW JOHNSON
PHARMACEUTICAL RESEARCH INSTITU

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602

Susan Allen, MD, Director NDA 21-180

Food and Drug Administration Norelgestromin/Ethinyl Estradiol

Center for Drug Evaluation and Research Transdermal System ) \
Office of Drug Evaluation III, (HFD-580) Nooo (,;% M)

ivision of Reproductive and Urologic Dru .n
O products. sic Drug NDA ORIG AMENDSSENT
Attn.: Document Control Room 14B-04
5600 Fishers Lane Amendment to a Pending
Rockville, Maryland 20857-1706 Application:

Full Study Reports

Dear Dr. Allen: *

Reference is made to pending New Drug Application (NDA) 21-180, submitted on 21
. December 2000, for a norelgestromin/ethinyl estradiol transdermal system. Reference
is also made to the abbreviated study reports contained in the NDA for studies,
NRGEEP-PHI-017 and NRGEEP-PHI-018. The abbreviated reports are contained in
NDA Item 8/Item Volumes 7 and 8, respectively). At this time, we would like to
provide the full study reports for your information and review. This submission is
comprised of three volumes. The study report for NRGEEP-PHI-017 is contained in
; Volumes 1 and 2; the study report for NRGEEP-PHI-018 is contained in Volume 3.

"We apologize for the delay in this submission and hope that it will not extend the
review clock.

If you have any questions conceming this submission please call me at (908) 704-
4812, catt Valerie Donnelly at (908) 704-5891 or call our telephone line dedicated for
FDA use at (908) 704-4600.

Since_r;_!y, o

/-7

Ramon Polo, PhD REVIEWS COMPLETED
Director

Regulatory Affairs

€S0 ACTIGN:

Desk copy to: Dr. Daniel Davis, Ceerren Cnan [ Jvemo
Medical Reviewer, DRUDP

CS0 INITIALS - DATE

WRARUSRARESO1\PRIUSREG Wil L TR\100101- NDA full rpts amend .doc/01 Octaber 2001/5U
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. THE R W, JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602

2 7 SEP 2001
BC
Dr. Susan Allen, MD, Director NDA 21-180 MDA AntA arars-mas—a,
Food and Drug Administration ORTHO EVRATM ** it vt
Center for Drug Evaluation and Research
Office of Drug Evaluation III, (HFD-580)
Division of Reproductive and Urologic Drug
Product Amendment to a Pending
Attn.: Document Control Room 14B-04 Application
5600 Fishers Lane Response to Request for CMC
Rockville, Maryland 20857-1706 Samples g

Dear Dr. Allen:

Reference is made to pending New Drug Application (NDA) 21-180 for ORTHO
r EVRA™, a nporelgestromin (NGMN) and ethinyl estradiol (EE) transdermal

contraceptive system. At this time we wish to provide additional CM&C information
as requested by the CMC Reviewer.

Chemistry, Manufacturing and Controls Information: ‘

Enclosed are 19 samples of the heat-stamped ORTHO EVRA™ transdermal
; contraceptive system. These patches should mimic what we propose to release in the

marketplace. Please note that these patches contain active ingredients and should be

handled accordingly. For the purposes of this submission, the systems are sealed in a

plastic protector.

f Should” you haveé any questions and/or comments, please contact me at (908) 704-
' 4812, contact Valerie Donnelly at (908) 704-5891 or call our telephone line dedicated
for FDA us¢ at (908) 704-4600.

~ - -

Sin_ce-rely,
The R.W. Johnson Pharmaceutical Research Institute [ A s
- S REVIEWS COMPLETEC
LTS — .
Ramon Polo, PhD 080 AL Y
Director (ieren hai |3
Regulatory Affairs
it Mi ot 055 BaTiALS DATE
cc: Desk copy to Dr. Amit Mitra, CM&C Reviewer HFD-580 oo s an o csmmsenmrmemmoms

N \GERRIS\. TR \response to fda req for cme samples 09-27-01.doc/27 September 2001/5U .
LA JOLLA RARITAN SPRING HOUSE ZURICH




| THE R W, JOHNSON |
PHARMACEUTICAL RESEARCH INSTITUT

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602

AN

Susan Allen, MD, DirectoHDA- OR,G AM{ND:‘;&%R 21-180
Food and Drug Administration ' ORTHO EVRA™
Center for Drug Evaluation and Research (norelgestromin/ethinyl estradiol
Office of Drug Evaluation III, (HFD-580) transdermal system)
Division of Reproductive and Urologic Drug

Products
Attn.: Document Control Room 14B-04 Amendment to a Pending
5600 Fishers Lane Application:

Rockville, Maryland 20857-1706 Response to Request for
: Information

g

Dear Dr. Allen:

Reference is made to pending New Drug Application (NDA) 21-180, submitted on 2T
December 2000, for ORTHO EVRA™, a norelgestromin and ethinyl estradiol
transdermal system. Reference is also made to Dr. Amit Mitra's 29 August 2001 voice
mail request for information. The information is provided with the FDA question
stated in boldface type followed by RWJPRI's respsonse.

Was the —— supplied by . used in clinical or tox studies?

supplied by ——— (was used in batch number 01607.

Batch No. 01607 was not used in toxicology studies but was used in the clinical
* studies listed below in Table 1. ~

Table 1. Batch No. 016077 _—— —_—
HumanmPharmacokinetic Studies Clinical Safety and/or Efficacy Studies
NRGEEP-PHI-013 NRGEEP-PHI-007
NRGEEP-PHI-013 NRGEEP-PHI-008
NRGEEP-PHI-014 NRGEEP-PHI-009
NRGEEP-PHI-015 NRGEEP-PHI-011

NRGEEP-PHI-016
NRGEEP-PHI-017

| Reviews compLETED

30 ACTION:
Cdisrmea [Tvar [Jme

N: . TR\09050 | cmc amend.doc/0S September 2001/RU

LA JOLLA RARITAN SPRING HOUSE ZURICH
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Field Cepy .Certification: In accordance with 21 CFR 314.50(k)(3), a field copy
containing the Chemistry Manufacturing and Controls Information contained in this
amendment has been provided to our FDA district offices in North Brunswick, New
Jersey and Oakland, California. We certify that the field copy submitted is a true and
accurate copy of the archival and review copies of this amendment.

Should you have any questions and/or comments, please contact me directly at
(908) 704-4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line
dedicated for FDA use at (908) 704-4600.

Sincerely,

The RW Johnson Pharmaceutical Research Institute

Ramon Polo, PhD
Director, Regulatory Affairs

Send 1 desk copy to:
Dr. Amit Mitra
Reviewing Chemist
FDA/DRUDP
HFD-580

Rockville, MD

Ph: (301) 827-4238

APPEARS THIS WAY
ON ORIGINAL

N-GWRINEANL TRI90501 cme amend.doc/0S September 2001/TU\ Page 2
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THE R.W JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTER

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602

3 0 AUG 2[1 01
; ND[ 'A\“’ "”B"C”’;-.n—-
Susan Allen, MD, Director NDA 21-180 VA AF -‘T
Food and Drug Administration ORTHO EVRA™
Center for Drug Evaluation and Research (norelgestromin/ethinyl estradiol
Office of Drug Evaluation III, (HFD-580) transdermal system)
Division of Reproductive and Urologic Drug
Products
Attn.: Document Control Room 14B-04 Amendment to a Pending
5600 Fishers Lane Application:
Rockville, Maryland 20857-1706 Response to Request for

Information

R A, W - Y

Dear Dr. Allen:

Y

Reference is made to pending New Drug Application (NDA) 21-180, submitted on 21
g December 2000, for ORTHO EVRA™, a norelgestromin and ethinyl estradiol
: transdermal system. Reference is also made to Ms, Mercier's 24 August 2001 email
request for information. At this time we wish to provide this information, as
requested by the Reviewing Chemist. In addition, we are providing impurities on a
fourth lot (no. S-97-0306-A) for question number 3, as requested in a 27 August 2001
telephone conversation with Dr. Amit Mitra. This letter is formatted with the FDA
question stated in boldface type followed by RWJPRI's respsonse.

Question 1:

Are the clinical responses the same for anti and syn isomers of 17-
deacetylnorgestimate?

The anti and syn isomers are equi-active based on pharmacological studies including
progestogen _receptor binding, endometrial proliferation assay in rabbits and
antiovulatory”.and antiestrogenic assays in rats. This is the conclusion of
pharmicology study, Progestational Activities of anti-(RWJ-407395) and syn-(RWJ-

. 407396) Isomers of Norelgestromin (17-Deacetylnorgestimate)’, EDMS-USRA-
6063655:2.0". This study report is submitted for your information following the tab
titled, "Study Report, EDMS-USRA-6063655:2.0".

Question 2:

Lot #s of the pivotal clinical trial lots of the drug product: lot # of
deacetylnorgestimate used in those clinical lots, and their certificate of analyses
containing anti / syn ratios of deacetylnorgestimate

\RARUSRARESOI\PRIUSREG\GEEENL TR\083001 cmc amend.doc/30 August 2001/7U
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Response: - _
The pivotal clinical trial lots of drug product and the lot number of the
deacetylnorgestimate used in those clinical lot are as follows:

Pivotal Clinical Trial _—T
Lot Number of Drug Lot Number of Drug
Product Substance
01107 J740480
01517 J740490
01607 J750500

The Certificates of Analysis, which contain the anti / syn ratios of
deacetylnorgestimate for these three lots, follow behind the tab titled, "Certificates of
Analysis". '

Question 3:
Total impurities for 17-deacetylnorgestimate lot numbers (J&J) -S-97-0106-A,
S-97-0107-A, S-97-0105-A and S-97-0306-A during the stability study.

SEPY -9

Response: ;
Additional stability data for the first three lots have been generated at the 36 and 48 _.
month stability time points. Additional stability data for the fourth lot has been
generated at the 24 and 36 month time points. The impurity data for the four lots of
17-deacetylnorgestimate are:

PRI Drug Substance

Stability Study Age of Sample,

Number Substance Lot Number Months Total Impurities
S-97-0106-A 1740490 36 : s
S-97-0106-A 1740490 48
S-97-0107-A J740500 36

© $-97-0107-A J740500 48
-5-97-0105-A J740480 36
$-97-0105-A J740480 48
S-97-0366-A R5C0200 24
- 5-:97-0306-A R5C0200 36 .- _

The corresponding manufacturer’s lot number is also included for completeness.

Field Copy Certification: In accordance with 21 CFR 314.50(k)(3), a field copy
containing the Chemistry Manufacturing and Controls Information contained. in this
amendment has been provided to our FDA district office in North Brunswick, New
Jersey. We certify that the field copy submitted is a true and accurate copy of the
archival and review copies of this amendment.
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Should you have any questions and/or comments, please contact me directly at
(908) 704-4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line
dedicated for FDA use at (908) 704-4600.

Sincerely,
The R.W. Johnson Pharmaceutical Research Institute
Ramon Polo, PhD - o

Director
Regulatory Affairs

Send 1 desk copy to:
Dr. Amit Mitra

Reviewing Chemist g
FDA/DRUDP
HFD-580 =
Rockville, MD
Ph: (301) 827-4238
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_ ‘THE R W JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.0. BOX 300, RARITAN, NEW JERSEY 08869-0602

NDA ORIG AMENDMENT ., ¢ 2'8 AUG 2001

AG 2 9 2001
HFD-580 &

Susan Allen, MD, Director NDA 21-180 ' . .
Food and Drug Administration Norelgestromm/Ethmyl Estradiol

Center for Drug Evaluation and Research Transdermal System -

Office of Drug Evaluation III, (HFD-?SO)
Division of Reproductive and Urologic Drug

Products
Attn.: Document Control Room 14B-04
5600 Fishers Lane Amendment to a Pending
Rockville, Maryland 20857-1706 Application:
' Response to Request for
Additional Clinical Information &
Dear Dr. Allen: _ : :

Reference is made to pending New Drug Application (NDA) 21-180, submitted on 2]
December 2000, for a norelgestromin/ethinyl estradiol transdermal system. Reference
is also made to Ms, Mercier's 15 August 2001 email request to provide additional
information and clarification. At this time we would like to amend the NDA to
include the following clinical information. FDA's request appears in bold-face type

followed by RWJPRI's response.

A list of all pregnant women (pre, on-Rx, post); include patient identification
numbers.

This information is provided for ease of review beh‘ind'the tab titled, "Pregnancy Data
Listing". It may also be found in the original application, as Pregnancy Data listing,
Attachment 6.2 in Item 8/Item Volumg 23/Pages 177-179.

Identify the -EVDA location where the pregnancy reporting form and data for
each preghant woman (volume # or CD-ROM) can be found.

As™noted"in the Overall NDA Reviewer's Guide included in Item 1 of the original
application, this information was provided on CD-ROM as part of Item 12, Case
Record Forms. The actual CD-ROM was located in the Archival copy of the first
volume of the NDA (NDA Volume 1.001). A copy was also provided with Item 11 i
the Clinical/Statistical Reviewer's Jacket in the original application.

A copy of Ttem 12 on CD-ROM is included with this submission for ease of review.
The index contained on the CD-ROM identifies tl_le subjects who became pregnant. A
Copy of pages 175-177 of this index is also provided here for ease of review behind

R AR P N ”
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the tab Titled, "Pregnancy Reporting Form Index", as these pages identify the pregnant
subjects by number, investigator and treatment.

{n addition, as discussed at the Pre-NDA meeting on 27 July, 1999, RWJPRI
proposed to submit ultrasound reports for some of the pregnant subjects, since the
reports enhanced information that was provided on the CRFs. These reports are also
provided on the CD-ROM.

All CD-ROMs have been scanned and deemed virus-free using McAfee Vshield
w/SP, program version 4.5.0.534, scan engine version 4.1.40, virus definition

4.0.4154.

Number of women age 18-35 and number of women age 36-45 per study, 002,
003, and 004.
This data is provided in tabular format behind the tab titled, "Number of Women by

Agell‘

If you have any questions concerning this submission please call me at (908) 704-
4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line dedicated for Py
FDA use at (908) 704-4600. ¢

vy

Sincerely, >

Ramon Polo, PhD .
Director

Regulatory Affairs
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THE RW, JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.0. BOX 300, RARITAN, NEW JERSEY 08869-0602

INDA ORIG AMENDMENT N - G 2 7 UG 2001

Susan Allen, MD, Director NDA 21-180
Food and Drug Administration ORTHO EVRA™
Center for Drug Evaluation and Research (norelgestromin/ethinyl estradiol
Office of Drug Evaluation III, (HFD-580) transdermal system)
Division of Reproductive and Urologic Drug
Products
Attn.: Document Control Room 14B-04 Amendment to a Pending
5600 Fishers Lane Application: ’
Rockville, Maryland 20857-1706 Response to Request for

Chemistry, Manufacturing and 6
Controls (CM&C) Clarification ¢

Dear Dr. Allen: >
Reference is made to pending New Drug Application (NDA) 21-180, submitted on 21
December 2000, for ORTHO EVRAT™, a norelgestromin and ethinyl estradiol
transdermal system. Reference is also made to Dr. Mitra's 22 August 2001 telephone
request that we identify the exact polymorphic form that the drug substance,
norelgestromin (NGMN), exists in. At this time we wish to provide the information
requested. This letter is formatted with the FDA question stated in bold face type
followed by RWJPRI's respsonse.

The Physical-Chemical Characterization Report in the NDA reported 3
polymorphic forms of the drug substance, NGMN, one amorphous and two
crystalline. Please identify what form the drug exists in. If it is in crystalline
form, please identify which of the two it exists in.

As described in""Physical-Chemical Characteristics," Section 2.1.1.3 of NDA 21-180,
Item 4/Item™Volume 1/ Pages 5-6,
- The polymorph screen of 17-deacetylnorgestimate yielded seven forms.
The thermogravimetric data show that forms B, C, D, and F may be
hydrated/solvated forms, whereas forms A, E and G did not contain
significant volatiles. The intraconversion studies of the unsolvated
forms show that Form E is the most stable form of 17-
deacetylnorgestimate at room temperature.

Therefore, the crystalline form of norelgestromin used is Form E, as it has been
determined to be the most stable polymorph of norelgestromin.
\\RARU‘SRAR.ESOI\PRIUSREG“LTR\OEZGOI cmc amend doc/24 August 2001/JU
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Field Copy. Certification: In accordance with 21 CFR 314.50(k)(3), a field copy
contatning the Chemistry Manufacturing and Controls Information contained in this
amendment has been provided to our FDA district office in North Brunswick, New
Jersey. We certify that the field copy submitted is a true and accurate copy of the
archival and review copies of this amendment.

Should you have any questions and/or comments, please contact me directly at
(908) 704-4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line
dedicated for FDA use at (908) 704-4600.

Sincerely,

The R.W. Johnson Pharmaceutical Research Institute

%éw A ////¢7/ /%A//

* Ramon Polo, PhD
Director
Regulatory Affairs

REIEY. -

e

Send 1 desk copy to:
Dr. Amit Mitra
Reviewing Chemist
FDA/DRUDP
HFD-580

Rockville, MD

Ph: (301) 827-4238
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THE RW, JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.O. BOX 300. RARITAN, NEW JERSEY 08869-0602

23 AuG 2001
Dr. Susan Allen, MD, Director NDA 21-180
Food and Drug Administration ORTHO EVRA™
Center for Drug Evaluation and Research
Office of Drug Evaluation III, (HFD-580)
Division of Reproductive and Urologic Drug
Product General Correspondence:
Attn.: Document Control Room 14B-04 Response to FDA Request For
5600 Fishers Lane Information
Rockville, Maryland 20857-1706 .
¢

Dear Dr. Allen: ' .

Reference is made to pending New Drug Application (NDA) 21-180 for ORTHO™
EVRA™  a norelgestromin (NGMN) and ethinyl estradiol (EE) transdermal
contraceptive system. We are providing information at this time as per your 15
August 2001 request. Included are the following:

Additional desk copies of information already provided in the original application:
Item 3/Volume 1.003:

e Chapter 1, Proposed Text of the Labeling for ORTHO EVRA™ - Annotated

o Chapter 2, Pharmacologic Class, Scientific Rationale, Intended Use and
Potential Benefits

e Chapter 8, Integrated Summary of Benefits and Risks.

Item 8/Volumes 1.090 -1.093:
e Integrated Summary of Efficacy
e Integratéd Summary of Safety.

Samples of imprinted backing label:

Enclosed behind the tab titled, "3 sample patches", please find three samples of
ORTHO EVRA™ transdermal systems with the trademark and delivered dose
imprinted as a heat-stamp on the backing. These patches contain active ingredients
and should be handled accordingly. Sample patches were previously requested by the
CMC Reviewer and submitted to the agency, with a CM&C, NDA amendment, on 14
February 2001. The samples however, were inadvertently omitted from the
submission and therefore a second amendment was filed on March 6 2001. The 6
March 2001 submission included three active samples. '

N: NS\l TR\082201 response to fda req info.doc/22 August 2001/JU
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Item 2. Draft Packaging Components: _

In addition, as per a telephone discussion with Dr. Amit Mitra on 22 August, we
would like to amend NDA Item 2, Draft Packaging Components, to include a color
copy mock-up of the proposed heat-stamp on the patch. This mock-up includes the
name of the drug product (ORTHO EVRA) and the delivered dose (150/20), as

previously requested by the Agency and may be found behind the tab titled,
"Packaging Components".

As a separate submission, we will also provide as per your request:
e A list of all pregnant women (pre, on-Rx, post) with patient identification
numbers. .

e The NDA location of the Pregnancy Reporting Form and data for each of the
pregnant women (Item Volume No./Volume No./Page No.)

t——

Should you have any questions and/or comments, please contact me at (908) 704-
4812, contact Valerie Donnelly at (908) 704-5891 or call our telephone line dedicated
for FDA use at (908) 704-4600.

Sincerely,

The R.W. Johnson Pharmaceutical Research Institute

Ramon Polo, PhD
Director '
Regulatory Affairs

Desk Copy w/enclosures: Send to Jennifer Mercier at FDA, DRUDP

~ APPEARS THIS WAY
= ON ORIGINAL

NG TR\0B2201 response to fda req info.doc/22 August 2001/JU Page 2

R AL, - )

Ly




F " © THERW JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE 1
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Susan Allen, MD, Director NDA 21-180
Food and Drug Administration Norelgestromin/Ethinyl Estradiol
Center for Drug Evaluation and Research Transdermal System

N

Office of Drug Evaluation III, (HFD-580) ORiw ANMGINUENT
Division of Reproductive and Urologic Drug

e ey
Products M

Attn.; Document Control Room 14B-04

5600 Fishers Lane Amendment to a Pending

Rockville, Maryland 20857-1706 _ Application:
' : Clinical (Case Report Forms)

Dear Dr. Allen:

(]
Reference is made to pending New Drug Application (NDA) 21-180, submitted on 21 f
December 2000, for a norelgestromin/ethinyl estradiol transdermal system. Reference .,
is also made to the Medical Reviewer's request on 13 August 2001 to provide Case
Record Forms (CRFs) for Subject No. 21022, who participated in study NRGEEP-
CONT-002. At this time we would like to amend the NDA to include these CRFs.
The CRFs for this subject were not included in Item 12 of the original NDA, as this
subject did not meet the cniteria for inclusion (death or discontinuation due to an
adverse event). The CRFs were however, included in a submission to w====="""
Serial No. 088 on 28 April 2000. We are providing a paper copy of the CRFs and
additional miscellaneous records with this submission as well as an electronic PDF
version on CD-ROM. All CD-ROMs have been scanned and deemed virus-free using
McAfee Vshield program version 4.5.0.534, scan engine version 4.1.40, virus
definition 4.0.4153.

If you have any questions conceming this submission please call me at (908) 704-
4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line dedicated for
FDA use at (908) 704-4600.

Sy, ™ | NDA renow— o ,(M;é/

REVIEWS COMPLETED

Ramon Polo, PhD

pamon Polo, £SO ACTION:
trector
Regulatory Affairs Llempergdyaic Uﬂo\

CSO INITIALS DATE

Desk copy to: Jennifer Mercier, DRUDP, HFD 580
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THE R.W, JOHNSON
- PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202. P.0. BOX 300, RARITAN, NEW JERSEY 08869-0602

19 jyL 2001

Susan Allen, MD, Director ' NDA 21-180

Food and Drug Administration ORTHO EVRA™

Center for Drug Evaluation and Research (norelgestromin/ethinyl estradiol

Office of Drug Evaluation III, (HFD-580) transdermal system)

Division of Reproductive and Urologic Drug

Products

Attn.: Document Control Room 14B-04 Amendment to a Pending

5600 Fishers Lane Application:

Rockville, Maryland 20857-1706 Chemistry, Manufacturing and
Controls (CM&C)

Dear Dr. Allen:

Reference is made to pending New Drug Application (NDA) 21-180, submitted on 21
December 2000, for ORTHO EVRA™, a norelgestromin and ethinyl estradiol
transdermal system. Reference is also made to the two-page summary of changes
faxed to the Agency on 10 July 2001. At this time we wish to provide the details of
the updated CMC information in an effort to have it reviewed without effecting the
action date. This submission includes the functions of both of the Califomia
facilities, as requested by the CMC Reviewer on 17 July 2001.

Field Copy Certification: In accordance with 21 CFR 314.50(k)(3), a field copy
containing the Chemistry Manufacturing and Controls Information contained in this
amendment has been provided to the FDA district office in North Brunswick, New
Jersey as well as the FDA district office in Oakland, California. We certify that the

field copy submitted is a true and accurate copy of the archival and review copies of
this amendment.

Should you.have any questions and/or comments, please contact me directly at
(908) 704-4812, call Valenie Donnelly at (908) 704-5891 or call our telephone line
“dedicated for FDA use at (908) 704-4600. '
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Sincerely,

The R.W. Johnson Pharmaceutical Research Institute

Ramon Polo, PhD -.
Director

Regulatory Affairs ' _ _

Send 1 desk copy to: Dr. Amit Mitra, Reviewing Chemist
FDA/DRUDP
HFD-580
" Rockville, MD 20857
Phone No: (301) 827-4260

APPEARS THIS WAY
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THE RW, JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.0. BOX 300, RARITAN, NEW JERSEY 08869-0602 1 2 : JUN

Susan Allen, MD, Director NDA 21-180
Food and Drug Administration Norelgestromin/Ethinyl Estradiol
Center for Drug Evaluation and Research Transdermal System

Office of Drug Evaluation III, (HFD-580)
Division of Reproductive and Urologic Drug

e, NDA ORIG AMENDMENT

Attn.: Document Control Room 14B-04

5600 Fishers Lane Amendment to a Pending
Rockville, Maryland 20857-1706 Application:
. Clinical (Financial Disclosure)
~ For IR et ’
Dear Dr. Allen: N o0o T :

Reference is made to pending New Drug Application (NDA) 21-180, submitted on 21
December 2000, for a norelgestromin/ethinyl estradiol transdermal system. Reference
is also made to Ms. Jeanine Best's request on 18 May 2001 to provide additional
Financial Disclosure Information. At this time we would like to amend the NDA to
include a revised Financial Disclosure Classification Table. The revised table
contains a new column as requested, for "Number of Subjects Enrolled” at each of the
Principal Investigators sites. We hope that you will find this information acceptable.

If you have any questions concerning this submission please call me at (908) 704-
4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line dedicated for
FDA use at (908) 704-4600.

Sincerely,

Ramon Polo .PhD
Director ~~
Regulatory Affairs

- Desk copies to:
Jeanine Best DRUDP, HFD 580
Jennifer Mercier, DRUDP, HFD 580
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PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.0. BOX 300, RARITAN, NEW JERSEY 08869-0602

NDA CRIG AMENDMENT

ifz Vi o 8 MA
Susan Allen, MD, Director NDA 21-180
Food and Drug Administration ORTHO EVRA™
Center for Drug Evaluation and Research (norelgestromin/ethinyl estradiol
Office of Drug Evaluation III, (HFD-580) transdermal system)
Division of Reproductive and Urologic Drug
Products )
Attn.: Document Control Room 14B-04 Amendment to-a Pendin
5600 Fishers Lane Application:
Rockville, Maryland 20857-1706 Labeling
Dear Dr. Allen: g
Reference is made to pending New Drug Application (NDA) 21-180, submitted on 21 ;
December 2000, for ORTHO EVRA™, a norelgestromin and ethinyl estradiol
transdermal system. At this time, as required by oral contraceptives class labeling, we
wish to provide the Patient Package Insert, Brief Summary. This document was
prepared using text from the Labeling Guidance for Combination Oral Contraceptives
. Document and text from the Patient Package Insert - Detailed Information for the
Patient that was included in the original application.
Should you have any questions and/or comments, please contact me directly at
(908) 704-4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line
dedicated for FDA use at (908) 704-4600.
Sincerely,
Ramon Polo, PhD
Director =~
Regulatory Affairs
|
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THE R W, ]OHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

/ ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602
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N \tj&«f ORIG AMENDMENT
<V
Susan Allen, MD, Acting Director NDA 21-180
Division of Reproductive and Urologic ORTHO EVRA™
Drug Products HFD-580 (norgelgestromin/ethiny! estradiol

Center for Drug Evaluation and Research transdermal system)
Food and Drug Administration
Attn.: Document Control Room 14B-04 NDA ITEM 9:
5600 Fishers Lane Four-Month Safety Update s
Rockville, Maryland 20857-1706 / 44!

_ $ - 5 '
Dear Dr. Allen: | ¢

Reference is made to pending NDA 21-180 for ORTHO EVRA™ submitted on 21 >
December 2000, for the prevention of pregnancy. As per 21 CFR 314.50(5)(d)(vi)(b)
we are required to submit the Four-Month Safety Update.

Current ongoing studies include two Phase 1 bioequivalence protocols, NRGEEP-
PHI-021 and NRGEEP-PHI-022. An additional Phase 1 bioequivalence protocol,
NRGEEP-PHI-020, has completed enrollment and sample analyses are in progress.
With the exception of the Narrative provided for one subject in protocol NRGEEP-
PHI-022  —=—.  _  there are no additional safety adverse event data to
report from these studies at this time. With the exception of these three
bioequivalence studies, all clinical safety and adverse event data from the ORTHO
EVRA™ program were included in the NDA. At this time we wish to provide
additional safety information. The information is comprised of:

*One Pregnancy Narrative and Case Report Form from an ongoing Phase I study,
NRGEEP-PHI-022

*Fifteen (15)-Narrative Summaries for Pregnancies and Infant OQutcome Reports that
occurred-in the completed ORTHO EVRA™ Phase [II studies, NRGEEP-CONT-002,
NRGEEP-CONT-003 and NRGEEP-CONT-004.

A database search was' performed by the —— ' €

N post-NDA submission. This search covered the repomng period of 21
December 2000 through 31 March 2001. No new serious adverse event, pregnancy or
follow-up information was reported.

haat P,

me e me emwmrwy Aawass vasanw MUviesa g wealts

—————.

CADOCUMENTUM\CHECKOUT\FOUR-MONTH SAFETY UPDATE - COVER LETTER.DOC\

LA JOLLA RARITAN SPRING HOUSE ~ ZURICH

X5




If you have questions about this submission, please contact me at (908) 704-4812,
contact Valerie Donnelly at (908).704-5891 or call our line dedicated for FDA use at
(908) 704-4600. '

Sincerely,

PACTLE Ev ~v -t patui o

The R. W. Johnson
Pharmaceutical Research Institute

o / s
- /
i Ramon Polo, PhD

Director
Regulatory Affairs
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THE RW. JOHNSON

PHARMACEUTICAL RESEARCH INSTITUTE ¥,

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602

ORIG AMENDMENT 2 7 MAR 2001

; Dr. Susan Allen, MD, Director NDA 21-180 .

Food and Drug Administration ORTHO EVRA™

Center for Drug Evaluation and Research

Office of Drug Evaluation III, (HFD-580) L C

Division of Reproductive and Urologic Drug

' Product Amendment to a Pending

i Attn.: Document Control Room 14B-04 Application
5600 Fishers Lane Chemistry, Manufacturing &
Rockville, Maryland 20857-1706 Controls Information

Dear Dr. Allen:

Reference is made to pending New Drug Application (NDA) 21-180 for ORTHO
EVRA™, a norelgestromin (NGMN) and ethinyl estradiol (EE) transdermal
contraceptive system. At this time we wish to provide an update to the paper/foil
pouch stock material, specification 1005.

TSP S SO PRI SO UE UL P SUPCPN BOIE W S PO

Chemistry, Manufacturing and Controls Information

The pouch material utilized in the phase III clinical studies remains the same.
Specification 1005 has been revised to include the correct pouch description as
outlined below:

FROM:

0. .

Attached is a copy of the updated specification.

Field Copy Certification: In accordance with 21 CFR 314.50(k)(3), a field copy
containing the Chemistry Manufacturing and Controls Information contained in this
amendment has been provided to the FDA district office in North Brunswick, New
Jersey and San Francisco, California. We certify that the field copy submitted is a true
and accurate copy of the archival and review copies of this amendment.

== '.. Y-
REVIEWS COMPLETED
€80 ACTION:
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We apologize for any confusion that this may have caused. Should you have any
questions and/or comments, please contact me at (908) 704-4812, contact Valerie
Donnelly at (908) 704-5891 or call our telephone line dedicated for FDA use at
(908) 704-4600.

Sincerely, B
O
Ramon Polo, PhD
DirectOr
Regulatory Affairs
APPEARS THIS WAY
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; THE R.W, JOHNSON
JARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602
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UiioivAL %3 MAR 2001

Susan Allen, MD, Director NDA 21-180

Food and Drug Administration ORTHO EVRA™

Center for Drug Evaluation and Research (norelgestromin/ethinyl estradiol

Office of Drug Evaluation III, (HFD-580) transdermal system)

Division of Reproductive and Urologic Drug

Products

Attn.: Document Control Room 14B-04 Amendment to a Pending

5600 Fishers Lane Application:

Rockville, Maryland 20857-1706 Chemistry, Manufacturing and

ORIG AMENDMENT  Controls (CM&C)

R AKLT: - Y

Dear Dr. Allen: e §
Reference is made to pending New Drug Application (NDA) 21-180, submitted on 21
December 2000, for ORTHO EVRA™, a noreigestromin and ethinyl estradiol
transdermal system. At this time we wish to provide revised CMC information to
more accurately reflect the facilities involved with the drug substances and drug
product. The changes are outlined below and copies of the two tables are attached.

CMC Table 1: Facilities Involved in Testing and Warehousing of Active Drug
Substances:

e  Ortho-McNeil Pharmaceutical, Inc.: added the responsibility, "sampling of active
drug substance".

\WRARUSRARESOI\PRIUSREGV@IBL TR\032201 cme amend. doc/22 March 2001/5U
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3. €hanged the responsibility of this facility from "storage and sampling of
excipients" to "warehousing of bulk patches".

. 1tical

Field Copy Certification: In accordance with 21 CFR 314.50(k)(3), a field copy
containing the Chemistry Manufacturing and Controls Information contained in this

" amendment has been provided to our FDA district office in North Brunswick, New
Jersey. We certify that the field copy submitted is a true and accurate copy of the
archival and review copies of this amendment.

We apologize for any confusion that this may create. Should you have any questions
and/or comments, please contact me directly at (908) 704-4812, call Valerie Donnelly
at (908) 704-5891 or call our telephone line dedicated for FDA wuse at
(908) 704-4600. ¢
Sincerely, '

L4
»>

The R.W. Johnson Pharmaceutical Research Institute

3 ' / ) /,'7 |
| /ﬂw, e /Jﬁwy// /A/ /
& Ramon Polo, PhD
Director

Regulatory Affairs

APPEARS THIS WA.
ON ORIGINAL

Fax 1 desk copy to:

Dr. Amit Mitra

Reviewing Chemist

FDA/DRUDP

HFD-580

Rockville, MD

Fax No: (301) 827-4267

REVIEWS COMPLETED
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_ THE R.W JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

— LN

HAR 0 7 2001
2, HFD-580 &

X7 <
ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602 %’@” Am@«Q
0 6 MAR 2001
Dr. Susan Allen, MD, Director NDA 21-180 ,
Food and Drug Administration ORTHO EVRA™
Center for Drug Evaluation and Research
Office of Drug Evaluation III, (HFD-580)
Division of Reproductive and Urologic Drug
.. Product Amendment to a Pending
E Attn.: Document Control Room 14B-04 Application
A 5600 Fishers Lane Chemistry, Manufacturing &
Rockville, Maryland 20857-1706 Controls Information
ORIG AMENDMENT "
§ ’
} Dear Dr. Allen: ﬁ C :

»

Reference is made to pending New Drug Application (NDA) 21-180 for ORTHO
EVRA™_  a norelgestromin (NGMN) and ethinyl estradiol (EE) transdermal
contraceptive system. At this time we wish to provide additional CM&C information
as requested by the CMC Reviewer.

Chemistry, Manufacturing and Controls Information

The backing label with the trademark and delivery rate imprinted on it. These sample

patches were inadvertently omitted from the 14 February 2001 CM&C submission.
¢ Please note that the samples enclosed (a total of three) contain active ingredients and

should be handled accordingly. We apologize for any confusion that this may have
caused.

Should you have any questions and/or comments, please contact me at (908) 704-
4812, contact Valerie Donnelly at (908) 704-5891 or call our telephone line dedicated
for FDA use at (908) 704-4600.

Sincerely; -
T REVIEWS COMPLETED
< e
Ramon Polo, PhD o
Director woinr L INAL [ IMEMO
Regulatory Affairs -
DATE

WRARUSRARESOI'\PRIUSREG\@WRBBL TR\cme sample heat stamp 030601.doc/06 March 2004/5U
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THE RW, JOHNSON
PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.0. BOX 300, RARITAN, NEW JERSEY 08869-0602

v N S .
ORIGINAL 0 9 FEB 2001
Dr. Susan Allen, MD, Director NDA 21-180
Food and Drug Administration ORTHO EVRA™
Center for Drug Evaluation and Research NEW CORRESP
.Office of Drug Evaluation III, (HFD-580) A / C
# Division of Reproductive and Urologic Drug
Product Other:
Attn.: Document Control Room 14B-04 Response to FDA Request For
5600 Fishers Lane Information, Additional Desk
Rockville, Maryland 20857-1706 Copies

BRI -

Dear Dr. Allen:

IS

Reference is made to pending New Drug Application (NDA) 21-180 for ORTHO
EVRA™  a norelgestromin (NGMN) and ethinyl estradiol (EE) transdermal
contraceptive system. At this time we wish to provide, as per your request, additional
desk copies of information already provided in the original application. We are
providing the following:

e Three copies of the CM&C, Methods Validation Package (NDA, Item 4C

Volumes 6 & 7)

e One paper copy of NDA Overall Volume 1.001

e Two paper copies of NDA Overall Volume 1.002

e One CD-ROM which contains the unannotated labeling (Item 2)

The CD-ROM has been scanned and deemed virus-free 'usin'g McAfee VShield
program- version 4.5.0.534, scan engine version 4.1.20, virus definition 4.0.4119.
Should you have any questions and/or comments, please contact me at (908) 704-

4812, contact Valerie Donnelly at (908) 704-5891 or call our telephone line dedicated
for FDA use at (908) 704-4600.

Sincerely, ' REVIEWS COMPLETED

/&/ oSt E ,0\

. ME!
Ramon Polo, PhD DL K‘M - \
Director ' m W J \Q\ATE

Regulatory Affairs CSO NS

<
—-—n-f«""g

Desk Copies: Send to Jennifer Mercier ét FDA, DRUDP

N SIPING \L. TR\response (o fda req copies 020901 doc/08 February 2001/JU
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k | THE RW. JOHNSON

PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602

JAN 0

Susan Allen, MD, Director NDA 21-180
Food and Drug Administration Norelgestromin/Ethinyl Estradiol
Center for Drug Evaluation and Research Transdermal System
Office of Drug Evaluation III, (HFD-580) s
Division of Reproductive and Urologic Drug NEW CORRESD

Products V\}C
Attn.: Document Control Room 14B- 04
5600 Fishers Lane c Response to Request for
Rockville, Maryland 20857-1706 Information
Dear Dr. Allen:

¢

Reference is made to pending New Drug Application (NDA) 21-180, submitted on 21:
December 2000, for a norelgestromin/ethinyl estradiol transdermal system. Reference”
is also made to the Agency's 02 January 2001 request to provide two additional desk

copies of NDA Volume 1. Two desk copies are provided in this submission. Each

copy also contains one copy of the CD-ROM that was provided in the original

Volume 1.

Should you have any questions and/or comments, please contact me directly at
(908) 704-4812, call Valerie Donnelly at (908) 704-5891 or call our telephone line
dedicated for FDA use at (908) 704-4600.

Sincerely,

Ramon Polo, PhD '
~ Director

chulatory Affalrs

REVIEWS COMPLETED
Send Desk Copies to the attention of Ms. Jennifer Mercier

CSO ASTION:
CALerTen ﬁmm 1 MQ

o

csomnmaLf AN/ ‘A\'O‘ﬁnﬂs

WRARUSRARESOI\PRIUSREGWEIERRL TR0 10401 .docM4 January 2001/1U d \]
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THE RW. JOHNSON

PHARMACEUTICAL RESEARCH INSTITUTE

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602

73

DEC 2 1 2000

Dr. Susan Allen, Director NDA 21-180/User Fee 3894
Food and Drug Administration ORTHO EVRA™ .
Center for Drug Evaluation and Research (norelgestromin/ethinyl estradiol
Office of Drug Evaluation II, (HFD-580) transdermal system)
Division of Reproductive and Urologic Drug

Products
Att.: Document Control Room 14B-04
5600 Fishers Lane NEW DRUG APPLICATION
Rockville, Maryland 20857-1706
Dear Dr. Allen: ¢

Pursuant to the provisions of section 505(b) of the Federal Food, Drug and Cosmetic =
Act and 21 CFR 314.50, The RW Johnson Pharmaceutical Research Institute
(RWIJPRI) is submitting a New Drug Application for ORTHO EVRA™
(norelgestromin/ethinyl estradiol) transdermal system. ORTHO EVRA™ is indicated
for the prevention of pregnancy. The following numbers were assigned to this
application: NDA 21-180 and User Fee No. 3894. This application was prepared in
accordance with 21 CFR 314. 50 and applicable guidelines.

ORTHO EVRA™ consists of the norelgestromin (NGMN) as the progestin and
ethinyl estradiol (EE) as the estrogen. ORTHO EVRA™ will be provided in a pouch
containing one beige transdermal system. ORTHO EVRA™ is a combination
transdermal contraceptive patch with a contact surface area of 20 cm’. It contains 6.0
mg of NGMN and 0.75 mg EE, and releases 150 micrograms of NGMN and 20
micrograms of EE per 24 hours. A single patch will be applied once a week for three
consecutive weeks followed by one patch-free week.

Naming Conyentions

The United States Adopted Names Council (USAN) and the International Non-
Proprietary Name Committee (INN) of the World Health Organization (WHO)
adopted norelgestromin, as the generic name for 17-deacetylnorgestimate. The full
generic name for our transdermal system is therefore, norelgestromin/ethinyl
estradiol. For purposes of this NDA, we are providing this explanation here and in
each of the Reviewers Guides, noting that the active ingredients 17-
deacetylnorgestimate and ethinyl estradiol (17d-NGM/EE) were used in the text of
the study reports and NDA Summary documents. In addition, the abbreviation for
norelgestromin, NGMN, is used in the Physician's Insert included in this NDA.

LA JOLLA RARITAN SPRING HOUSE ZURICH
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During development of this product, RWJPRI planned to use the trademark,
EVRA™. Upon further consideration, RWJPRI submitted the revised trademark,
ORTHO EVRA™ to the Office of Post-Marketing Drug Risk Assessment (OPDRA)
for review. This submission, dated 18 April 2000, Serial No. 087 was reviewed by
OPDRA and was given tentative approval on 02 October, 2000.

Ortho McNeil Pharmaceutical Drug Delivery Division

On 17 November 1999, Ortho-McNeil Pharmaceutical a company of Johnson &
Johnson, acquired the drug delivery division of ~— .. including all the assets
relating to the manufacturing of ORTHO EVRA. The name of the new Division is
Ortho McNeil Pharmaceutical Drug Delivery Division (OMP DDD). (See
Attachment 1)

FDA Agreements

The following major agreements were reached at the Pre-NDA Meetings held on 07

July 1999 and 27 July 1999 with members of the Division of Reproductive and
Urologic Drug Products (DRUDP) and RWJPRI (Attachment 2):

e DRUDP agreed the preclinical program and oral NGMN/EE data is sufficient to ¢

support the NDA. No additional studies are required.
e . DRUDP agreed the toxicology bridging data summarized in the background

package was sufficient. Additional carcinogenicity studies would not need to be -

performed.

e PRI could cross-refer to oral contraceptive NDAs for Ortho-Cyclen (NDA 19-
653) and Ortho Tri-Cyclen (NDA 19-697) for relevant human ADME reports.
Additionally, PRI to provide clinical PK justification and quantitative information
from the oral NGMN/EE clinical PK studies to demonstrate the comparability of
norelgestromin from the oral contraceptives (containing norgestimate) to the
contraceptive patch (containing norelgestromin).

e Efficacy results summarized in the background package are sufficient to support
the NDA filing. )

¢ Financial Disclosure information for only the pivotal studies: NRGEEP-CONT-
002, 003 and 004 will be provided in this NDA.

e Pediatric Labeling Requirement for the NDA contains language previously
provided for Ortho’s marketed oral contraceptives. A request for waiver can be
found in Item 20 of the NDA.

Electronic File Agreement
RWIJPRI-agreed to include the following items electronically on CD-ROM:
o ItemS5 Nonclinical pharmacology/toxicology technical summary in Word
o Jtem6 Human Pharmacokinetics and Bioavailability technical summary in
Word; pharmacokinetic data in ASCII format.
e [Item 8/10:
e C(Clinical Study Report text for the Phase 3 studies: NRGEEP-CONT-002,
NRGEEP-CONT-003 and NRGEEP-CONT-004 in Word
Clinical Pharmacology Summary .
Background/Overview of Clinical Investigations
¢ Integrated Summary of Efficacy

é

-
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Integrated Summary of Safety

Integrated Summary of Risk/Benefit

Case Report Forms in PDF format

Data listings in ASCII format and datasets in SAS format

Additional Electronic Information

In addition to the above electronic agreements, the following items will also be
provided:

e Jtem?2 Draft Labels/Labeling
e Item3 Overall NDA Summary
e Item 4 Chemistry, Manufacturing and Controls information

For ease of review, the CD-ROM for each section is located in the first volume of the

review copy of each Item. In addition to supplying Items 11 and 12 in the Clinical
/Statistical Reviewer's Jacket, a CD-ROM is also located in the first volume of the
Archival Copy of the NDA (NDA volume 1.001). Each CD is labeled with the NDA
Item number(s) that it contains. An index of the contents of the CD-ROMs is
included on each CD. All CD-ROMs have been scanned and deemed virus-free using

McAfee Vshield program version 4.0.3, scan engine version 4.0.70, virus definition
4.0.4109.

Demonstration of Safety and Efficac
Pursuant to 505(b)(1) of the Food, Drug and Cosmetic Act, the safety and efficacy
data for ORTHO EVRA™ was established in clinical studies conducted by RWJPRI.

The principal source of safety data related to the use ORTHO EVRA™ in women was
provided by three completed Phase 3 contraceptive efficacy and safety studies
(Studies CONT-002, CONT-003, and CONT-004). Safety information was obtained
from sexually-active women at risk of pregnancy, who were allocated to receive 6 to
13 cycles of treatment. A total of 3,330 subjects evaluable for safety received
treatment for a total of 22,176 cycles in these three studies.

The principal source of effectiveness data was provided by six clinical studies. These

included three Phase 2 studies (supportive data) and three Phase 3 studies. The three

Phase 3_studies (Studies CONT-002, CONT-003, and CONT-004) were used to
evaluate the contraceptive efficacy of ORTHO EVRA™. A total of 3,319 women
from these three pivotal studies provided 22,160 cycles for evaluation of

contraceptivé efficacy, with 643 subjects completing 13 cycles of ORTHO EVRA™
use.-~ -~ -

Physician's Package Insert/Patient Instructions

Item 2 Labeling contains the Physician’s Insert (USPI) and Detailed Patient
Information. Upon completion of labeling negotiations, the brief summary
information will be drafted from the final detailed patient labeling. As per a 02 May
2000 telephone discussion with J. Mercier, FDA and V. Donnelly, RWJPR], this was
deemed acceptable.




Child-Resistant Closure
RWIJPRI contacted the Consumer Product Safety Commission on 18 November 1999
to discuss packaging regulations for a transdermal contraceptive system. Per this

conversation with Ms. Barone, it is our understanding that transdermal delivery’

systems are not subject to the requirements of the Poison Prevention Packaging Act

(PPPA) provided in 16 CFR 1700. A copy of this Record of Contact is enclosed as
Attachment 3.

Reviewer's Guides

An explanation of the content and organization of the NDA is located in the Overall
NDA Reviewers' Guide contained in this volume. Each individual NDA Item (except
Items 3 and 12) contains a separate NDA Item-specific Reviewers' Guide which
provides more detail regarding that NDA Item’s content and organization. We
recommend that these Reviewers' Guides be consulted prior to review of this
application to assist in understanding each technical sections' content and
organization and to facilitate locating documents contained therein.

21 CRF 314.50(e)(2), Items to be Submitted in the Archival Copy
In accordance with 21 CFR 314.50(e)(2), RWJPRI has appended to the Archival
Copy of the NDA the following Items:
e 3 copies of the Methods Validation (NDA Item 4c)
e 4 copies of the Draft Labels and Labeling (NDA Item 2)
e CD-ROM of the Case Report Tabulations:
e ASCII Files for the Phase 2 and 3 studies (NRGEEP-CONT-001, 002
003, 004, 005, 006, 007, 008)
e SAS Datasets (in addition to the ASCII Files) for the Phase 3 studies
(NRGEEP-CONT-002, 003, 004).

e CD-ROM in PDF format for the Case Report Forms for patients who died,
discontinued due to an adverse event or became pregnant.

User Fee

The required User Fee of $285,740, payable to US FDA, was submitted under
separate cover to Mellon Bank, Pittsburgh, PA on 07 December 2000 (User Fee No.
3894). A copy of this submission is provided in Item 18. The required User Fee Cover
Sheet (Form FDA 3397) is signed and included in this application.

g WN
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If you lave questions regarding this submission prior to that time, please contact me
| at (908)704-4812, Valerie Donnelly at (908)704-5891 or call our telephone lme
; : dedicated for FDA use at (908)704-4600.

Sincerely,

The R.W. Johnson
Pharmaceutical Research Institute

P

Ramon Polo, PhD

Director
Regulatory Affairs

¢
Cc:  Ms. Jennifer Mercier, CSO _ :
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Teleconference Meeting Minutes

Date: November 19, 2001 Time: 12:15-12:45 PM Location: Parklawn; 17B-43

NDA 21-180 Drug: ORTHO-EVRA (norelgestromin/ethinyl estradiol
transdermal system)

Sponsor: R.W. Johnson Pharmaceutical Research Institute
Indication: Contraception

Type Of Meeting: Labeling

Meeting Chair: Dena Hixon, M.D.

Meeting Recorder: Jennifer Mercier

Y

FDA Attendees:

Dena Hixon, M.D. — Team Leader, Division of Reproductive and Urologic Drug
Products (DRUDP; HFD-580)

Daniel Davis, M.D. — Medical Officer, DRUDP (HFD-580)

Jennifer Mercier, B.S. — Regulatory Project Manager, DRUDP (HFD-580)

Ly

External Participants:

Dr. Gary Shangold - Regulatory Head of Drug Development , R.W. Johnson
Pharmaceutical Research Institute

Dr. Ramon Polo - Director, Regulatory Affairs , R.W. Johnson Pharmaceutical Research
Institute

Valerie Donnelly - Manager, Regulatory Affairs, R.W. Johnson Pharmaceutical Research
Institute

Dr. George Creasy - Medical Monitor, Women's Health, R.W. Johnson Pharmaceutical
Research Institute '

Dr. Alan Fisher - Global Statistical Leader, R.W. Johnson Pharmaceutical Research
Institute

Minnie Baylor Henry - Senior Director, Regulatory Affairs, R.W. Johnson
Pharmaceutical Research Institute

Dr. James Oldham — Toxicologist, R.W. Johnson Pharmaceutical Research Institute

Dr. Larry Abrams - Global Clinical Pharmacokinetics Leader, R.W. Johnson
Pharmaceutical Research Institute

Background:
NDA 21-180 was submitted on December 21, 2000. ORTHO EVRA consists of a
progestin norelgestromin and, the estrogen ethinyl estradiol. ORTHO EVRA is a




combination transdermal patch that is applied once a week for three consecutive weeks
followed by one patch-free week.

Purpose of the Meeting: »
To discuss the proposed labeling for the Physician Insert and the Patient Package Insert.

Decisions Made:
e See attached label

Action Items:
¢ Fax meeting minutes to the sponsor within 30 days.

Minutes Preparer Minutes Concurrence

A

.
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This is a representation of an electronic record that was signed electronically and
this page Is the manifestation of the electronic signature.

Jennifer L. Mercier
11/20/01 12:10:39 PM
CSO

Daniel A. Shames
11/20/01 12:21:13 PM
MEDICAL OFFICER

APPEARS THIS WAY
ON ORIGINAL

RAKY - Y

faoer




Teleconference Meeting Minutes

Date: November 15,2001 Time: 2:45-3:45 PM Location: Parklawn; 17B-43

NDA 21-180 Drug: ORTHO-EVRA (norelgestromin/ethinyl estradiol
transdermal system)

Sponsor: R.W. Johnson Pharmaceutical Research Institute
Indication: Contraception

Type Of Meeting: CMC/Biopharmaceutics Meeting
Meeting Chair: Moo-Jhong Rhee, Ph.D.

Meet_ing Recorder: Jennifer Mercier

FDA Attendees:

Moo-Jhong Rhee, Ph.D. — Team Leader, D|v1s1on of New Drug Chemistry II (DNDCII)
@ Division of Reproductive and Urologic Drug Products (DRUDP; HFD-580)

Amit Mitra, Ph.D. — Chemist, Division of New Drug Chemistry I (DNDCII) @ DRUDP
(HFD-580)

Ameeta Parekh, Ph.D. - Team Leader, Office of Clinical Pharmacology and
Biopharmaceutics (OCPB) @ DRUDP (HFD-580)

D.J. Chatterjee, Ph.D. — Clinical Pharmacology and Biopharmaceutics Reviewer, OCPB
@ DRUDP (HFD-580)

Jennifer Mercier, B.S. — Regulatory Project Manager, DRUDP (HFD-580)

External Participants:

Larry Abrams — Human Pharmacokinetics, R.W. Johnson

Valerie Donnelly ~ Regulatory Affairs, R.W. Johnson

Karen Futterknecht — Regulatory Affairs, R.W. Johnson

Eleanor Jeans — CMC Technical Writer, R.W. Johnson

Deepak Mehta — CMC, R.W. Johnson

Ramon Polo — Regulatory Affairs, R.W. Johnson

Asha Ramdas - Product Development, OMP-DDD, R.W. Johnson
Yinka Williams - CMC Leader, R.W. Johnson

Background:

NDA 21-180 was submitted on December 21, 2000. ORTHO EVRA consists of a
progestin norelgestromin and, the estrogen ethinyl estradiol. ORTHO EVRA is a
combination transdermal patch that is applied once a week for three consecutive weeks
followed by one patch-free week.




Purpose of the Meeting:
To discuss the dissolution specifications and the data provided in the NDA required to
support approval of this drug product.

Decisions Made: )
e The Division is proposing the following dissolution specification for ORTHO
EVRA™ after evaluating all the data presented in the NDA: '

Ranges for % FS Dissolved

17 d-NGM EE
05 hr l 20hr | 8.0hr | 24 hr 05hr | 20hr | 8.0hr | 24 hr
— — D S - Rp—

The Division evaluated the individual data for the dissolution acceptance criteria.
The reviewer evaluated the data and determined the acceptance criteria based on the
mean + 10%.

e This evaluation was based on individual data from the Phase 3 clinical batches,
because these were the to-be-marketed formulations at production scale.

e All stability data were taken into consideration when evaluating the data and setting
the acceptance criteria.

e [Ifa specific lot does not meet the acceptance criteria at L1 stage, it still has a chance
to meet the L2 requirement.

¢ The sponsor can use these acceptance criteria as an interim specification and revisit
those acceptance criteria during the first year post-approval, if there is serious
difficulty in meeting them.

e The Division has to work with the data that is presented in the NDA and cannot rely
upon any models for assessment and review of this drug product. Unlike HRT
transdermal patches, this drug product is a novel transdermal delivery system with a
narrow therapeutic window and, therefore, the Division takes a more conservative
approach in order to ensure continued efficacy of the product.

RIEY. -

Vyo e

Action Items:
¢ Fax meeting 'minutes to the sponsor within 30 days.

e The sponsor will submit their response to the Division’s proposal for the interim
dissolution acceptance criteria by November 16, 2001.

e = s o-

Minutes Preparer Minutes Concurrence




Post Meeting Note:
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————

Drafted: November 15, 2001
Initialed: Rumblel1.16.01/Rheell.16.01/Chatterjeel1.16.01/Mitrall.19.01
Final: November 19, 2001
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Jennifer L. Mercier
11/19/01 02:22:04 PM
Cso :

David T. Lin
11/19/01 02:57:12 PM
CHEMIST

I concur for MJRhee.

Loar -
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Teleconference Meeting Minutes

Date: November 9,2001 Time: 2:35-3:00 PM Location: Parklawn; 17B-43

NDA 21-180 Drug: ORTHO-EVRA (norelgestromin/ethinyl estradiol
transdermal system)

Indication: Contraception
Type Of Meeting: CMC/Biopharmaceutics Meeting
Meeting Chair: Moo-Jhong Rhee, Ph.D.

Meeting Recorder: Jennifer Mercier‘

FDA Attendees: o
Moo-Jhong Rhee, Ph.D. — Team Leader, Division of New Drug Chemistry I (DNDCI) é
@ Division of Reproductive and Urologic Drug Products (DRUDP; HFD-580) ?

Amit Mitra, Ph.D. — Chemist, Division of New Drug Chemlstry I (DNDCII) @ DRUDP
(HFD-580) -
D.J. Chatterjee, Ph.D. — Clinical Pharmacology and Biopharmaceutics Reviewer, Office
of Clinical Pharmacology and Biopharmaceutics (OCPB) @ DRUDP (HFD-580)
Terri Rumble, B.S.N. — Chief, Project Management Staff, DRUDP (HFD-580)
Jennifer Mercier, B.S. — Regulatory Project Manager, DRUDP (HFD-580)

External Participants:

Larry Abrams — Human Pharmacokinetics, R.W. Johnson

Valerie Donnelly — Regulatory Affairs, R.W. Johnson

Karen Futterknecht — Regulatory Affairs, R.W. Johnson

Eleanor Jeans — CMC Technical Writer, R.W. Johnson

Deepak Mehta — CMC, R.W. Johnson

Ramon Polo - Regulatory Affairs, R.W. Johnson

Asha Ramdas — Product Development, OMP-DDD, R.W. Johnson

Yinka Wiltiams — CMC Leader, R.W. Johnson

Background: _

NDA 21-180 was submitted on December 21, 2000. ORTHO EVRA consists of
norelgéstromii as the progestin and ethinyl estradiol as the estrogen. ORTHO EVRA is a
combination transdermal patch that is applied once a week for three consecutive weeks
followed by one patch-free week.

Purpose of the Meeting:

To discuss additional information needed to determme the dissolution spec1ﬁcat|ons for
this drug product.




Decisions Made:

The Division is requesting the sponsor to send the data in item 4 of the NDA in an
Excel spreadsheet in order to determine the dissolution specification for this drug
product, mainly from lots 01107, 01517, and 01607.

The Division has concerns regarding the proposed acceptance criteria for 8-hour time
point.

The sponsor needs to provide the history of the development of the media used for
establishing the acceptance criteria of the in vitro release rates.

Action Items:

Fax meeting minutes to the sponsor within 30 days.

The sponsor will provide the data in item 4 of the NDA in an Excel spreadsheet
format by Tuesday, November 13, 2001.

The sponsor will provide the history and rationale for the choice of media for
establishing the acceptance criteria for the in vitro release rates.

Minutes Preparer Minutes Concurrence

RER AN & -

Drafted: November 13, 2001
Initialed: Rumblel1.13.01/Rheell.15. Ol/ChatterJeell 15.01/Mitral1.15.01
Final: November 15, 2001
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Jennifer L. Mercier

11/15/01 04:23:35 PM
Cso

Moo-Jhong Rhee
11/16/01 03:25:06 PM
CHEMIST

I concur
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